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DETAILED ACTION 

This Office Action is a response to Applicant's Amendment and Remarks filed 
November 12, 2009. 

Claim 19 has been amended. 

Claims 19-21, and 23 are pending in the instant application. 
Claims 19-21, and 23 have been examined on the merits. 
The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Information Disclosure Statement 

Applicant's information disclosure statement filed March 1, 2010 is 
acknowledged. The submission is in compliance with the provisions of 37 CFR §1.97. 
Accordingly, the Examiner has considered the information disclosure statement, and a 
signed copy is enclosed herewith. 

Nucleotide Sequence Disclosures 

In the previous Office Action mailed August 11, 2009, it was noted that the 
instant application failed to comply with the requirements of 37 C.F.R. §1.821-1.825 
because a Sequence Listing in both computer readable form (CRF) and paper copy 
could not be located in the file. 
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Response to Arguments 

In response to this notice, Applicants have provided new Sequence Listing in 
both computer readable form (CRF) and paper copy in the reply filed on November 12, 
2009. It is noted that this reply puts the application in compliance with the sequence 
requirements of 37 C.F.R. §1.821-1.825. 



Claim Rejections - 35 USC §112 

In the previous Office Action mailed August 1 1 , 2009, claims 1 9-21 , and 23 were 
rejected under 35 U.S.C. 112, first paragraph, because the specification, while being 
enabling for a method of promoting successful regeneration and functional reconnection 
of damaged neural pathways in a mammal, comprising the direct or local administration 
of a therapeutically effect amount of SEQ ID NO:3, does not reasonably provide 
enablement for a method of promoting successful regeneration and functional 
reconnection of damaged neural pathways in a mammal, comprising administering a 
therapeutically effective amount of least one oligonucleotide having a sequence at least 
80% identical to a sub-sequence of SEQ ID NO:1, comprising 8 to 50 nucleobases, 
wherein said sequence is capable of hybridizing sufficiently with the region 
encompassing the translation initiation or termination codon of the open reading frame 
of the gene encoding TGF-R n or a region of the mRNA encoding TGF-R n which is a 
"loop" or "bulge" and which is not part of a secondary structure. This rejection is 
maintained for the reasons of record set forth in the previous Office Action mailed 
August 11, 2009. 
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Response to Arguments 

In response to this rejection, Applicants arguement is three-fold. First, Applicants 

argue that claim 19 has been amended to delete the term, "termination codon". 

Applicants contend that: 

"Claim 19 refers now to oligonucleotides that are directed to the region 
encompassing the translation initiation codon of the ORF of the gene 
encoding TGF-R n only. This is the same region the oligonucleotide with 
SEQ ID NO:3 is directed to". 

This argument has been fully considered by the Examiner but is not found 
persuasive because contrary to Applicant's assertions, claim 19 does not now refer to 
oligonucleotides that are directed to the region encompassing the translation initiation 
codon of the ORF of the gene encoding TGF-Rn only. Instead, claim 19 refers to 
oligonucleotides that are directed to the region encompassing the translation initiation 
codon of the ORF of the gene encoding TGF-R U or oligonucleotides that are directed to 
the region of the mRNA encoding TGF-R n which is a "loop" or "bulge" and which is not 
part of a secondary structure. 

Furthermore, Applicants contend that oligonucleotides that are directed to the 
region encompassing the translation initiation codon of the ORF of the gene encoding 
TGF-Rn are the same as SEQ ID NO:3. However, this too is not found persuasive 
because it doesn't appear that SEQ ID NO:3 is directed to a region encompassing the 
translation initiation codon of the ORF of the gene encoding TGF-R n . Instead, SEQ ID 
NO:3 is complementary to nucleotides 86729-86744 of SEQ ID NO:1, where SEQ ID 
NO:1 is the ORF of the gene encoding TGF-R n . 
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Applicant is reminded that the disclosure of the instant application has disclosed 
only one TGF-pRII antisense oligonucleotide that functions in a method of promoting 
successful regeneration and functional reconnection of damaged neural pathways in a 
mammal as claimed. See SEQ ID NO:3. However, it is does not appear that SEQ ID 
NO:3 is directed to an oligonucleotide that is directed to the region encompassing the 
translation initiation codon of the ORF of the gene encoding TGF-R n or an 
oligonucleotide that is directed to the region of the mRNA encoding TGF-R n which is a 
"loop" or "bulge" and which is not part of a secondary structure as claimed in claim 19. 

Applicants secondly argue that Examples 6-8 of the specification prove that SEQ 
ID NO:3 has activity in promoting successful regeneration and functional reconnection 
of damaged neural pathways. Applicants aruge that because the oligonucletides 
claimed by amended claim 19 contain SEQ ID NO:3 and have a sequence very similar 
to SEQ ID NO:3, the oligonucletides claimed by amended claim 19 should show the 
same activity as SEQ ID NO:3. 

This argument has been fully considered, but is not found persuasive. The 

Examiner agrees that Examples 6-8 of the specification prove that SEQ ID NO:3 has 

activity in promoting successful regeneration and functional reconnection of damaged 

neural pathways. However, amended claim 19 is drawn to: 

"A method of promoting successful regeneration and functional reconnection of 
damaged neural pathways in a mammal, comprising administering a therapeutically 
or prophylactically effective amount of least one oligonucleotide having a sequence 
at least 80% identical to a sub-sequence of SEQ ID NO:l, comprising 8 to 50 
nucleobases, wherein said sequence is capable of hybridizing sufficiently with the 
region encompassing the translation initiation codon of the open reading frame of the 
gene encoding TGF-R n or a region of the mRNA encoding TGF-R n which is a "loop" 
or "bulge" and which is not part of a secondary structure" 
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As noted above, SEQ ID NO:3 is complementary to nucleotides 86729-86744 of 
SEQ ID NO:1 , where SEQ ID NO:1 is the ORF of the gene encoding TGF-R n . It is does 
not appear that SEQ ID NO:3 is directed to an oligonucleotide that is directed to the 
region encompassing the translation initiation codon of the ORF of the gene encoding 
TGF-Rn or an oligonucleotide that is directed to the region of the mRNA encoding TGF- 
Rn which is a "loop" or "bulge" and which is not part of a secondary structure as claimed 
in claim 19. Therefore, this argument has not been found to be persuasive. 

Applicants third and final argument contends that Ogorelkova et al. present that 
antisense RNA or shRNA molecules with different but similar sequences show similar 
results for silencing TGF-Rn gene. Applicants contend that the teachings of Ogorelkova 
et al. support Applicant's opinion that oligonucleotides according to claim 19 show the 
same activity as SEQ ID NO:3, because they contain SEQ ID NO:3 or a sequence very 
similar to SEQ ID NO:3. 

This argument has been fully considered, but is not found persuasive because as 
noted above, it does not appear that amended claim 19 is directed to SEQ ID NO:3 or 
even sequences that are similar to SEQ ID NO:3. For example, SEQ ID NO:3 is 
complementary to nucleotides 86729-86744 of SEQ ID NO:1, where SEQ ID NO:1 is 
the ORF of the gene encoding TGF-R n . Because SEQ ID NO:3 is complementary to 
nucleotides 86729-86744 of the ORF of the gene encoding TGF-R n , the Examiner 
cannot possibly see how SEQ ID NO:3 is synonymous to an oligonucleotide that is 
directed to the region encompassing the translation initiation codon of the ORF of the 
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gene encoding TGF-R n as recited in amended claim 19. Further, because SEQ ID 
NO:3 is complementary to nucleotides 86729-86744 of the ORF of the gene encoding 
TGF-Rn, the Examiner cannot possibly see how SEQ ID NO:3 is synonymous to an 
oligonucleotide that is directed to the region of the mRNA encoding TGF-R n which is a 
"loop" or "bulge" and which is not part of a secondary structure as now recited in claim 
19. 

In summary, Ogorelkova et al. (Oligonucleotides, 2006 Vol. 16:2-14) teach that 

regarding the use of antisense RNA and short hairpin RNA for silencing TGF-pRII 

expression, antisense RNA were ineffective in silencing endogenous TGF-pRII. 

Ogorelkova et al. also teach: 

"The enduring challenge is to identify molecules that specifically and 
optimally silence a given target gene"; and 

"The fact remains that not all antisense RNAs designed against a 
particular target have an antisense effect, and selection of efficient 
antisense RNAs is largely a matter of trial and error" 

In order to practice the invention using the specification and the state of the prior 
art as outlined above, the quantity of experimentation required to practice the invention 
as claimed in vivo would require the de novo determination and analysis of those 
oligonucleotides that are directed to the region encompassing the translation initiation 
codon of the ORF of the gene encoding TGF-R n and those oligonucleotides that are 
directed to the region of the mRNA encoding TGF-R n which is a "loop" or "bulge" and 
which is not part of a secondary structure that act to promote successful regeneration 
and functional reconnection of damaged neural pathways in a mammal. As supported 
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by Ogorelkova et al., such analysis is replete with trial and error experimentation. Such 
experimentation represents an inventive and unpredictable undertaking in itself, with 
each of the many intervening steps, not providing any guarantee of success. Given the 
art recognized unpredictability of using antisense oligonucleotides directed to TGF-R n , 
this determination would not be routine and would require undue trial and error 
experimentation. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is 571-272-0758. 
The examiner can normally be reached from 9 am - 5 pm M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, Sajjadi, Fereydoun G. can be reached on 571-272-3311. The fax phone 
number for the organization where this application or proceeding is assigned is 571-273- 
8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN 
USA OR CANADA) or 571-272-1000. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the 
Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent 
Electronic Business Center (Patent EBC) for assistance. Representatives are available to answer 
your questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When 
calling please have your application serial or patent number, the type of document you are having an 
image problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business 
days. Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's 
Patent Electronic Business Center is a complete service center supporting all patent business on the 
Internet. The USPTO's PAIR system provides Internet-based access to patent application status and 
history information. It also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

/Terra Cotta Gibbs/ 
March 4, 2010 

/Sean R McGarry/ 

Primary Examiner, Art Unit 1635 



